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Abstract: Objective: To assess the efficacy of combining acupuncture with pricking blood therapy to treat chronic
spontaneous urticaria (CSU) and compare its outcomes with those of second-generation H1-antihistamines. Meth-
ods: Seventy CSU patients were enrolled and randomly assigned to receive treatment with either oral loratadine
tablets or a combination of acupuncture and pricking blood therapy (n=35 each). Evaluations were conducted at
baseline, at the conclusion of the 4-week treatment period, and at the 4th and 8th weeks post-treatment time
points. We used six scales to gauge the severity of the skin lesions, itchiness, quality of life, and emotional and
sleep states of the CSU patients. Results: Upon completion of the treatment, both groups demonstrated a signifi-
cant reduction in the scores of six scales from the baseline (P < 0.05). Notably, the scores of the itch visual analog
scale (VAS), Hamilton Anxiety Scale, and Hamilton Depression Scale in the acupuncture and pricking blood therapy
group were lower than those in the loratadine group (all P < 0.05). At the 8-week follow-up, the scores for all six
scales were reduced from baseline in both groups (all P < 0.05), though the acupuncture and pricking blood therapy
group showed significantly lower scores on the 7-day urticaria activity scale, with the Dermatology Life Quality Index,
and the itchiness VAS compared with the loratadine group (all P < 0.05). Conclusions: Acupuncture combined with
pricking blood therapy significantly ameliorated skin lesions, itchiness, and the associated psychological distress in
CSU patients. This integrative approach not only matched the short-term efficacy of oral loratadine but surpassed
its long-term benefits.
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Introduction lead to a significantly higher incidence of anxi-

ety, depression, and sleep disturbances among

Chronic spontaneous urticaria (CSU) is defined
as the spontaneous manifestation of wheals
and/or angioedema without identifiable provok-
ing factors, with episodes occurring at least
twice weekly and persisting for more than 6
consecutive weeks [1, 2]. The hallmark symp-
toms include daily or intermittent emergence of
wheals accompanied by pronounced itching.
Notably, angioedema is the primary symptom
in approximately 10% of cases, with skin
lesions typically enduring from 4 to 24 hours [3,
4]. The disease is characterized by frequent
recurrence of the lesions, which are often
numerous and intensely itchy, predominantly
during the nocturnal hours. These symptoms

CSU patients compared with the general popu-
lation [5]. The course of CSU is often protract-
ed, lasting from 2 to 5 years, though approxi-
mately 20% of patients experience symptoms
for more than 5 years [6-8]. The propensity for
relapse is considerable: potential recurrences
can occur months or years following complete
remission. This pattern of prolonged and recur-
rent episodes results in increased healthcare
expenditures and diminished occupational pro-
ductivity, thereby exerting a considerable eco-
nomic strain on both families and societal
resources [9]. CSU may also increase the risk of
other diseases, such as thyroid disease, asth-
ma, and tumors, as well as the risk of disability
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[10, 11]. Studies have shown that the preva-
lence rate of CSU in China is 1.29%, with a
slightly higher incidence in female individuals
compared with male individuals [12]. Despite
regional variations in prevalence rates, there is
a consistent upward trend in incidence rates
across all age groups [13]. Thus, the manifesta-
tion of CSU significantly compromises the phys-
ical functionality and subjective well-being of
the patient while placing a growing burden on
the social healthcare system [13-16].

Contemporary medical treatment for CSU pri-
marily follows guidelines recommending sec-
ond-generation Hl-antihistamines as the first-
line pharmacotherapy [1, 2]. However, research
indicates that a certain proportion of CSU
patients exhibit a suboptimal response to these
antihistamines, necessitating the use of novel
biologics, such as omalizumab, and, in some
instances, immunosuppressants, such as cy-
closporine, to effectively manage disease flare
ups [17]. Given the frequent and prolonged
nature of CSU symptom episodes, patients who
wish to control the disease have to endure long-
term drug applications and face the potentially
unknown risks posed by drugs while also suf-
fering from the disease’s effects on normal life,
including great psychological pressure [18]. For
pregnant CSU patients in particular, although
some studies have shown that the use of
H1-antihistamines within the first 3 months of
pregnancy is not associated with an overall
increased risk of neonatal malformations,
spontaneous abortions, preterm labor, still-
birth, or low birth weight have occurred [19],
while more persuasive data are needed to sub-
stantiate these findings, as most of the avail-
able evidence is derived from small-sample
studies and meta-analyses [20]. Therefore,
the Chinese urticaria treatment guidelines
still recommend avoiding antihistamines during
pregnancy, especially early pregnancy [1]. For
breastfeeding CSU patients, the American
Academy of Pediatrics considers second-gener-
ation Hl-antihistamines to be relatively safe
because the drug concentration in breast milk
is much lower than its concentration in mater-
nal plasma; however, studies monitoring the
infant response are still needed because pos-
sible harm to the infant is unknown [21].
Furthermore, the instructions for commonly
used second-generation HZ1-antihistamines,

5269

such as loratadine, cetirizine, and ebastine,
state that they are not recommended for use
during lactation [20].

Our team previously conducted an in-depth
randomized controlled trial to address the real-
world challenges encountered in CSU treat-
ment considering the positive outcomes from
recent research on various acupuncture tech-
niques, such as filiform needle acupuncture,
bloodletting, cupping, acupoint injection, and
scalp acupuncture, for managing CSU [22-29].
The trial was designed to investigate the pre-
cise efficacy of acupuncture therapy for CSU
patients and assess how it compares to the
efficacy of second-generation H1-antihista-
mines. By contrast, in this study, we selected
acupuncture and pricking blood therapy from
the various acupuncture methods as the treat-
ment modalities for the treatment group
and compared them with second-generation
H1-antihistamines because acupuncture and
pricking blood therapy each have advantages:
acupuncture can stimulate acupoints to harmo-
nize the flow of gi and blood throughout the
body via the acupoint-meridian-organ system,
thereby restoring the balance of yin and yang,
and pricking blood therapy can stimulate acu-
points and release the body’s stasis, thereby
activating the blood to dissipate blood stasis
and smoothing the whole body’s gi and blood
circulation [30]. When used together, the two
methods complement each other, resulting in
better therapeutic effects. In this study, the
control group received orally administered
loratadine, a second-generation Hl-antihista-
mine endorsed by urticaria treatment guide-
lines. Research indicates that oral loratadine
significantly improves rashes in patients with
CSU with no observed drug-induced side
effects, except for minor sedative effects and
dry mouth symptoms in a few patients [31].
Given the recommendations in the clinical
guidelines and the results of previous studies,
this research administered loratadine to the
control group, setting it against a regimen of
acupuncture in conjunction with pricking blood
therapy in the treatment group. This compre-
hensive and scale-based assessment of the
therapeutic efficacy of these interventions will
furnish robust, evidence-based support for the
utility of acupuncture combined with pricking
blood therapy for managing CSU, thereby en-
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riching the repertoire of clinical treatment
options for this condition.

Methods
Study design

This randomized controlled clinical trial was
conducted over 15 weeks, including a 2-week
washout period, a 1-week baseline assessment
period, a 4-week treatment period, and an 8-
week follow-up period. The study was approved
by the Medical Ethics Committee of Hebei
University of Chinese Medicine (Approval Re-
port Number: YXLC2021031) and registered in
the Chinese Clinical Trial Registry (ChiCTR
2100050384), and all participants voluntarily
signed an informed consent form.

To assign the patients to the groups, the num-
bers from 1 to 70 were written on individual
cards and placed in closed opaque envelopes,
which were kept and distributed by specialized
personnel at the study sites. The envelopes
were opened according to the order of patient
visits. Patients who received odd numbers
were assigned to the control group, and those
who received even numbers were assigned to
the treatment group. During the trial, the indica-
tor evaluators, data managers, and data ana-
lysts were not aware of the groupings.

Study population

Patients who visited the acupuncture and der-
matology outpatient clinics of the First Affiliat-
ed Hospital of Hebei University of Chinese
Medicine between March 2021 and December
2022 for CSU treatment were recruited for this
exploratory study. Oral loratadine was used as
the control group treatment, and acupuncture
combined with pricking blood therapy was used
as the treatment group therapy. The Pearson
chi-square test was used to test the differenc-
es in the immediate and long-term efficacy of
the two therapies between the two groups. We
estimated that the efficacy of the treatment
group was approximately 65% and that of the
control group was approximately 30%. With an
o level of 0.05 and a B of 0.2 (i.e., power =80%),
we calculated the necessary sample size (with
a 1:1 parallel design) to be n1=n2=29. Con-
sidering a dropout rate of no more than 15%,
we finalized the sample size as 35 cases in
each group. The formula for this calculation is
as follows [32].
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a=0.05, Z, ,=1.960, p=0.2, Z,=0.842.

Diagnostic criteria

According to the International Urticaria Guide-
lines and the Chinese Urticaria Guidelines [1,
2], CSU was defined as (a) spontaneous attacks
of urticaria wheals without clear inducement
(excluding chronic induced urticaria caused by
cold, heat, sunlight, pressure, and other induce-
ments), (b) with or without angioedema, (c) with
wheals attacks > 2 times/week; and (d) with
recurrent attacks for > 6 weeks.

Inclusion criteria

Patients were included if they (a) met the diag-
nostic criteria for CSU, (b) were aged 18 years
to < 70 years, (c) had used neither antihista-
mines within 2 weeks before enrollment nor
steroids or immunosuppressants within 1
month before enroliment, (d) had normal liver
and kidney function, (e) were not participating
in other ongoing clinical studies, and (f) were
willing to participate and provide written infor-
med consent.

Exclusion criteria

Patients were excluded from the study if they
were (a) unconscious or unable to express sub-
jective discomfort or mental illness symptoms,
(b) had an additional severe consumptive dis-
ease or acute and critical illness, (c) had a seri-
ous primary disease, such as any disease of
the cardiovascular, digestive, or hematopoietic
system, (d) were currently pregnant or lactating
or preparing for pregnancy, (e) were allergic to
loratadine, or (f) worked as a driver or in any
position requiring working at a height.

Criteria for trial termination

The trial was to be terminated if severe adverse
reactions occurred during the study that made
it inappropriate to continue treatment, or if
other serious diseases were discovered or
other unexpected events occurred that ma-
de further observation inappropriate during
treatment.
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Criteria for withdrawal and dropout

Participants were removed from the study if
they (a) used any of the treatment methods
prohibited by this trial or switched to other
treatment methods partway through the trial,
(b) voluntarily withdrew or were lost to follow-
up, (c) failed to undergo treatment as pre-
scribed, or (d) provided incomplete data affect-
ing the evaluation of efficacy and safety.

Intervention measures

Control group: The control group received oral
loratadine tablets (Hainan Haishen Tongzhou
Pharmaceuticals Co., Ltd., National Medical
Products Administration approval number
H20040797, batch number 2100071, specifi-
cation: 10 mg"12 tablets/box) at a dose of 10
mg once daily for 4 weeks.

Treatment group: The treatment group received
both acupuncture and pricking blood therapy.

(1) Acupuncture with filiform needles: Points
used: Zhongwan (CV12), Guanyuan (CV4),
Tianshu (ST25), Zusanli (ST36), Sanyinjiao
(SP6), Xuehai (SP10), Quchi (LI11), Hegu (LI4),
Taichong (LR3), Baihui (GV20), Shenting (GV24).
Procedure: The patient laid on their back with
the area of skin to be treated fully exposed. The
practitioner disinfected their hands and the
area around the acupuncture points on the
patient with 75% alcohol on a cotton ball. The
practitioner used disposable acupuncture
needles sized 0.25 mm x 40 mm (Ma’anshan
Bond Medical Instrument Co., Ltd., registration
number: Wan Medical Device Registration
20172270055, batch number 2021021) for
direct insertion (Baihui and Shenting are nee-
dled horizontally backward) to a depth of 25-40
mm and performed even reinforcing and reduc-
ing techniques upon achieving de qi, leaving
the needles in place for 30 minutes. This proce-
dure was performed once daily for 4 weeks.

(2) Pricking blood therapy: Points used: Dazhui
(GV14), Geshu (BL17). Procedure: The patient
was positioned prone with the treatment area
fully exposed. The practitioner disinfected their
hands and the local area around the acupunc-
ture points on the patient with 75% alcohol on
a cotton ball. A0.5 x 20-mm disposable syringe
needle (Zhejiang Kangdelai Medical Instrument
Co., Ltd., registration number: National Medical
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Device Registration No. 20193141818, batch
number 20210929) was used to rapidly prick
Dazhui and Geshu (both sides) 3-5 times per
point, with a pricking depth of approximately
4-7 mm. Immediately after pricking, cupping
was applied to the areas, and the cups were left
in place for 10 minutes before being removed.
The blood was then wiped clean, and the area
was disinfected and covered with sterile gauze.
The amount of blood drawn from each point
was approximately 1 ml. The procedure was
performed every other day for 4 weeks.

Efficacy evaluation

Efficacy evaluation criteria: The 7-day urticaria
activity score (UAS7), which is internationally
recognized to indicate the severity of CSU
symptoms, was used as the final efficacy eva-
luation criterion [33, 34]. The UAS7 mainly
records the number of wheals and degree of
itchiness each day for 1 week, and the daily
total score for wheals and itchiness is used to
assess and detect the disease activity and
response to treatment in CSU patients. Efficacy
evaluations were performed at the end of treat-
ment and 8 weeks later (i.e., the second follow-
up) to evaluate the short- and long-term efficacy
differences between the two therapies.

Clinical efficacy was evaluated based on the
UAS7 and the Symptom Score Reduction Index
(SSRI), where the SSRI = (UAS7 before treat-
ment - UAS7 after treatment)/UAS7 before
treatment x 100%. The efficacy was catego-
rized according to the SSRI grading standards:
cured, SSRI > 90%; significantly effective, 60%
< SSRI < 90%; effective, 20% < SSRI < 60%;
ineffective, SSRI < 20%.

The overall response rate was calculated as
(number of cured cases + number of signifi-
cantly effective cases + number of effective
cases)/total number of cases in the group x
100%.

Primary observation indicators: The primary
outcome indicators were the UAS7, the itch
visual analog scale (VAS) score, and the
Dermatology Life Quality Index (DLQI) score.
These three indicators were assessed once
at baseline, four times during and at the end
of treatment (once a week), and twice during
the follow-up period (at the 4th and 8th week
after the end of treatment), for a total of seven
evaluations.
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The daily scoring range for the UAS7 is O to 6
points. The scores for the evaluations over 7
consecutive days are summed to calculate
the total score for the week (range, 0-42 points).
A weekly score of less than 7 points indicates
low CSU activity, whereas a score greater than
28 points indicates high activity and a severe
condition.

The itch VAS score is determined based on the
patient’s perception, using a scale from 0 to 10
to represent the intensity of itching experienced
in the past 24 hours. A score of O indicates no
itching, 1-3 points indicates mild itching, 4-6
points indicates moderate itching, 7-9 points
signifies severe itching, and 10 points denotes
extreme itching. The score is evaluated daily
over 7 consecutive days, and an average score
is calculated for the week.

The DLQI is designed to comprehensively
assess the impact of CSU skin symptoms on
the patient’s life, specifically their daily living,
work, and social interactions. The question-
naire consists of 10 items, each scored accord-
ing to the severity level, with a total scoring
range is 0-30 points. A score of O or 1 indicates
that CSU has no impact on the patient’s quality
of life, 2-5 points suggest a small impact, 6-10
points indicate a moderate impact, 11-20
points signify a significant impact, and 21-30
points denote a severe impact on the patient’s
quality of life.

Secondary observation indicators: The second-
ary outcome indicators included scores from
the Hamilton Anxiety Scale (HAMA), Hamilton
Depression Scale (HAMD), and Pittsburgh
Sleep Quality Index (PSQI). These three indica-
tors were assessed once at baseline and once
at the end of treatment.

The HAMA was used to comprehensively
assess whether skin symptoms triggered anxi-
ety symptoms in patients. The scale evaluates
anxious mood and tension, with a scoring range
of 0-56 points. A score of < 7 points indicates
no anxiety symptoms, > 7 points suggests pos-
sible anxiety symptoms, > 14 points confirms
the presence of anxiety, > 21 points confirms
significant anxiety, and > 29 points suggests
severe anxiety.

The HAMD was used to evaluate whether skin
symptoms led to depressive symptoms in the
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patients. It considers depressive mood and sui-
cidal tendencies and has a total scoring range
of 0-56 points. A score of < 7 points indicates
no depressive symptoms, > 7 points suggests
possible depression, > 17 points confirms the
presence of depression, and > 24 points indi-
cates severe depression.

The PSQI was used to evaluate the impact of
skin symptoms on patient sleep, considering
both sleep quality and latency. The scoring
range is 0-21 points. Scores of 0-5 indicate
very good sleep quality, 6-10 signify fair sleep
quality, 11-15 denote average sleep quality,
and 16-21 indicate very poor sleep quality.

Adverse event management and safety evalua-
tion: During the study, if participants experi-
enced clinical symptoms such as fatigue, dizzi-
ness, edema, nausea, abdominal pain, faint-
ing from needles, subcutaneous hemorrhage
(bruising), or any abnormal laboratory findings
indicative of adverse events, the researchers
promptly and thoroughly documented the tim-
ing and cause of these events, along with nec-
essary interventions. We assessed whether
the incidents warranted the immediate termi-
nation of the trial, and we analyzed and evalu-
ated the safety of the research protocol based
on the recorded adverse events after the con-
clusion of the study.

Data analysis and processing

SPSS 26.0 and GraphPad Prism 8.0 software
were used to analyze and plot the obtained
data. Descriptive statistics were generated for
quantitative data with a normal distribution;
paired sample t-tests were performed for with-
in-group comparisons, and independent sam-
ple t-tests were used for between-group com-
parisons. The rank-sum test was applied for
data not following a normal distribution. For
categorical data expressed as rates, the chi-
square test was used for between-group com-
parisons. P-values less than 0.05 were consid-
ered statistically significant.

Results
Baseline characteristics

Seventy patients were enrolled in the study, 65
of whom completed all the trials and five of
whom dropped out. In the loratadine group,
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Enroliment

Assessed for eligibility
(n=87)

Excluded (n=17)

) J

- Did not meet inclusion criteria
(n=17)

Y

Randomized (n=70)

Allocation

Y

A

Allocated to the loratadine group (n=35)
-Received allocated intervention (n=35)

Allocated to the acupuncture +pricking
blood therapy group (n=35)

-Received allocated intervention (n=35)

Follow-Up

Y

l

Lost to follow-up (n=3)

Discontinued intervention (n=3)

- Received alternative treatments (n=2)

- Received treatment for an accidental
injury first (n=1)

Lost to follow-up (n=2)

Discontinued intervention (n=2)
- Received alternative treatments (n=1)
- Relocated to another city (n=1)

differences in UAS7 scores at
different time points were sta-
tistically significant (F=71.392,
P=0.000). There was an inter-
action effect between the
two variables, time point and
group (F=9.265, P=0.000).
Although the overall differ-
ence in UAS7 scores between
the two groups over the speci-
fied time span was not stati-
stically significant (F=0.079,
P=0.781), post hoc pairwise
comparisons using Bonferroni
correction revealed that at the
first, second, third, and fourth
weeks of treatment, as well as
at the first and second follow-

ups, the UAS7 scores in both

Analysis

groups were significantly lo-
wer than the baseline sco-
res (loratadine: P=0.000, P=

Analyzed (n=32)

Excluded from analysis (n=3)
- Discontinued intervention (n=3)

Analyzed (n=33)

Excluded from analysis (n=2)
- Discontinued intervention (n=2)

0.000, P=0.000, P=0.000,
P=0.001, P=0.036; acupunc-
ture + pricking blood therapy:

Figure 1. Flowchart of the study.

three participants dropped out, resulting in 32
participants completing the study; in the acu-
puncture + pricking blood therapy group, two
participants dropped out, leaving 33 partici-
pants who completed the study. Data from the
dropped cases were not included in the final
statistical analysis (Figure 1).

There were no statistically significant differenc-
es in sex, age, duration of illness, history of
other diseases, and history of smoking and
drinking between the two groups (Table 1).

Efficacy

Overall response rate comparison: The short-
term efficacy evaluation results showed that at
the end of treatment, the overall response rate
was similar between the two groups (x?=0.167,
P=0.683). The results of the long-term efficacy
evaluation showed that the total effective rate
of acupuncture + pricking blood therapy was
higher than that of loratadine at the second
follow-up (x?=4.481, P=0.034) (Tables 2 and
3).

Primary observation indicators: The results of
repeated measures ANOVA indicated that the
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all P=0.000). The UAS scores

of the two groups were similar

before treatment, at the sec-
ond, third, and fourth weeks of treatment
(P=0.818, P=0.195, P=0.884, P=0.356), as
well as at the first follow-up (P=0.085). The
UAS7 scores in the acupuncture + pricking
blood group were higher than those in the
loratadine group after the first week of treat-
ment (P=0.015); however, at the second follow-
up, the UAS7 scores in the acupuncture + prick-
ing blood therapy group were lower than those
in the loratadine group (P=0.001) (Figures 2
and 3).

The results of repeated measures ANOVA indi-
cated that the differences in itch VAS scores at
different time points were statistically signifi-
cant (F=120.495, P=0.000). There was an
interaction effect between the two variables,
time point and group (F=6.022, P=0.001).
Although the overall difference in VAS scores
between the two groups over the specified time
span was not statistically significant (F=2.827,
P=0.102), post hoc pairwise comparisons using
Bonferroni correction revealed that at the first,
second, third, and fourth weeks of treatment,
as well as at the first and second follow-ups,
the itch VAS scores in both groups were signifi-
cantly lower than the baseline scores (all P=
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Table 1. Comparison of general data between the two groups of patients

Factors Loratadine (n=32) Acupuncture + pricking blood therapy (n=33) x2value P value
Age 40.41+13.68 41.06+14.31 -0.126  0.901
Sex 0.371  0.543
Male 13 11
Female 19 22
Course of illness (months) 45.29+25.45 42.47+24.87 0.229 0.821
Thyroid disorder history 1.001 0.317
Yes 1 3
No 31 30
Gastritis history 0.167 0.683
Yes 5 4
No 27 29
Smoking history 0.548 0.459
Yes 6 4
No 26 29
Drinking history 0.032 0.857
Yes 10 11
No 22 22

Table 2. Comparison of the efficacy of loratadine versus acupuncture + pricking blood therapy at the

end of treatment

Grouping Recovered Highly Effective Effective Invalid

Loratadine (n=32)
Acupuncture + pricking blood therapy (n=33) 2(6.06%)
X?/Z value

P value

5 (15.63%)

Effectiveness Rate
17 (53.13%)  5(15.63%) 5 (15.63%) 27 (84.38%)
14 (42.42%) 13 (39.39%) 4 (12.12%) 29 (87.88%)
-1.445 0.167
0.149 0.683

Table 3. Comparison of the efficacy of loratadine versus acupuncture + pricking blood therapy at the

second follow-up

Grouping Recovered Highly Effective Effective Invalid

Effectiveness Rate

Loratadine (n=32) 0 (0%)
Acupuncture + pricking blood therapy (n=33) 0 (0%)
X?/Z value

P value

4(12.50%)  7(21.88%) 21 (65.62%)

11 (34.38%)

9 (27.27%) 11 (33.33%) 13 (39.39%) 20 (60.61%)
-2.134 4.481
0.033 0.034

0.000 in both groups). The itch VAS scores of
the two groups were similar before treatment,
at the first, second, and third weeks of treat-
ment (P=0.907, P=0.748, P=0.550, P=0.087);
however, after the fourth week of treatment
and at both follow-up assessments, the itch
VAS scores in the acupuncture + pricking blood
group were lower than those in the loratadine
group (P=0.007, P=0.015, P=0.004) (Figures 4
and 5).

The results of repeated measures ANOVA indi-
cated that the differences in DLQI scores at dif-
ferent time points were statistically significant
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(F=44.708, P=0.000). There was an interaction
effect between the two variables, time point
and group (F=4.275, P=0.006). Although the
overall difference in DLQI scores between the
two groups over the specified time span was
not statistically significant (F=0.012, P=0.913),
post hoc pairwise comparisons using Bonferroni
correction revealed that at the first, second,
third, and fourth weeks of treatment, as well as
at the first follow-up, the DLQI scores in both
groups were significantly lower than the base-
line scores (all P=0.000 in both groups). At the
second follow-up, the difference in DLQI scores
from baseline was not statistically significant in
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Figure 2. Longitudinal study of the 7-day urticaria ac-
tivity (UAS7) scores. Note: TO= baseline, T1-T4= the
four treatment weeks, F1= follow-up 1 (4 weeks after
the end of treatment), F2= follow-up 2 (8 weeks after
the end of treatment).

mmm | oratadine group
40 == Acupuncture + pricking blood therapy group
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UAS7 score
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Figure 3. Seven-day urticaria activity (UAS7) scores
before and after treatment in both groups. Note: TO=
baseline, T1-T4= the four treatment weeks, F1= fol-
low-up 1 (4 weeks after the end of treatment), F2=
follow-up 2 (8 weeks after the end of treatment). *P
< 0.05 compared with baseline; #P < 0.05, compari-
son between the two groups.

the loratadine group (P=0.087), whereas the
DLQI scores in the acupuncture + pricking
blood group significantly lower than the base-
line (P=0.000). The DLQI scores of the two
groups were similar before treatment, at the
first, second, third, and fourth weeks of treat-
ment (P=0.930, P=0.145, P=0.585, P=0.867,
P=0.827), as well as at the first follow-up
(P=0.208); however, at the second follow-up,
the DLQI scores in the acupuncture + pricking
blood therapy group were lower than those in
the loratadine group (P=0.047) (Figures 6 and
7).

Secondary observation indicators: The HAMA
scores for both groups were significantly lower
at the end of treatment than at baseline (both
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Figure 4. Longitudinal study of the itch visual analog
scale (VAS) scores. Note: TO= baseline, T1-T4= the
four treatment weeks, F1= follow-up 1 (4 weeks after
the end of treatment), F2= follow-up 2 (8 weeks after
the end of treatment).
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Figure 5. Itch visual analog scale (VAS) scores before
and after treatment in both groups. Note: TO= base-
line, T1-T4= the four treatment weeks, F1= follow-up
1 (4 weeks after the end of treatment), F2= follow-up
2 (8 weeks after the end of treatment). *P < 0.05
compared with baseline; P < 0.05, comparison be-
tween the two groups.

P=0.000). At the end of treatment, the HAMA
scores in the acupuncture + pricking blood
therapy group were lower than those in the
loratadine group (P=0.008) (Figure 8).

Similarly, at the end of treatment, the HAMD
scores for both groups were significantly lower
compared with baseline (loratadine: P=0.001;
acupuncture + pricking blood therapy: P=
0.000), and those in the acupuncture + prick-
ing blood therapy group were lower than those
in the loratadine group (P=0.004) (Figure 9).

The PSQI scores were also significantly lower
for both groups after versus before treatment
(both P=0.000). However, the PSQI scores of
the two groups were similar at the end of treat-
ment (P=0.127) (Figure 10).
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Figure 6. Longitudinal study of the Dermatology Life
Quality Index (DLQI) scores. Note: TO= baseline, T1-
T4= the four treatment weeks, F1= follow-up 1 (4
weeks after the end of treatment), F2= follow-up 2
(8 weeks after the end of treatment).
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Figure 7. Dermatology Life Quality Index (DLQI) scores
before and after treatment in both groups. Note: TO=
baseline, T1-T4= the four treatment weeks, F1= fol-
low-up 1 (4 weeks after the end of treatment), F2=
follow-up 2 (8 weeks after the end of treatment). *P
< 0.05, compared with baseline; #P < 0.05, compari-
son between the two groups.

Safety evaluation: In the loratadine group, four
patients experienced fatigue and drowsiness
after taking the loratadine tablets. Two addi-
tional patients in this group developed mild
swelling of the extremities and face; a derma-
tologist examined the patients, confirmed that
this was a possible side effect of the medica-
tion, and indicated that they could continue tak-
ing the medication unless other discomforts
arose. In the acupuncture + pricking blood ther-
apy group, three patients exhibited local mild
subcutaneous bleeding and bruising after nee-
dle removal. After careful examination and
good communication with the patients, no spe-
cial treatment was deemed necessary, and
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Figure 8. Hamilton Anxiety Scale (HAMA) scores be-
fore and after treatment in both groups. Note: TO=
baseline, T4= end of treatment. *P < 0.05.
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Figure 9. Hamilton Depression Scale (HAMD) scores
before and after treatment in both groups. Note: TO=
baseline, T4= end of treatment. *P < 0.05.

their condition was expected to resolve on its
own. There was no significant difference in the
incidence of adverse reactions between the
two groups (x?=1.271, P=0.260) (Table 4).

Discussion

In this study, we performed a comparative anal-
ysis between acupuncture combined with prick-
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Figure 10. Pittsburgh Sleep Quality Index (PSQI)
scores before and after treatment in both groups.
Note: TO= baseline, T4= end of treatment. *P < 0.05.

ing blood therapy and oral loratadine for CSU.
Employing six distinct scales, we aimed to com-
prehensively and multidimensionally evaluate
primary skin lesions, itching symptoms, associ-
ated emotional disturbances, sleep disrup-
tions, and the overall quality of life in patients
with CSU. We extensively compared the differ-
ences in scores across various time points
between the two treatment approaches, which
enabled us to uncover the precise efficacy of
acupuncture combined with pricking blood
therapy in treating different symptoms in CSU
patients compared with the current first-line
pharmacotherapy.

The UAS7, itch VAS, and DLQI scores were the
primary efficacy evaluation indicators in this
study because they are crucial for assessing
the frequency and severity of patients’ symp-
toms as well as their overall quality of life. The
assessments were carried out at regular inter-
vals, specifically before the commencement of
treatment; in the first, second, and third weeks
of treatment; at the conclusion of treatment;
and at two follow-up visits. With this schedule,
we aimed to monitor the efficacy onset, speed,
and duration of the two therapies as well as dif-
ferences in efficacy between the patient groups
at various time points. Initially, both groups
showed significant improvements in UAS7
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scores after treatment, but there was no sta-
tistically significant difference between the
groups. Notably, observation of the scores at
other time points revealed differences in the
onset time and trend of efficacy between the
two therapies. During the treatment period, the
loratadine group experienced a rapid decline in
scores within the first week of medication use
and maintained a steady state thereafter with
no significant further decrease. By contrast,
the acupuncture and pricking blood therapy
group showed a gradual downward trend in
symptom scores over time and with increased
treatment sessions, reaching the lowest scores
by the end of treatment, indicating a difference
in the rapidity of effect onset between the two
therapies. During the follow-up period, the
UAS7 scores for the loratadine group rebound-
ed quickly after medication cessation. For the
acupuncture and pricking blood therapy group,
symptom scores also increased after inter-
vention cessation but remained lower than
those in the loratadine group, with a more grad-
ual upward trend. These results suggest that
second-generation Hl-antihistamines, such as
loratadine, have a quick onset of action that
rapidly suppresses symptoms but a higher
recurrence rate after the end of treatment.
Acupuncture combined with pricking blood
therapy, on the other hand, is characterized by
a slower onset of effect that gradually controls
symptom outbreaks and a lower chance of
symptom recurrence after treatment cessation
compared with oral antihistamines. The DLQI
scores showed trends and differences between
the two groups similar to those observed in the
UAS7 scores, highlighting the direct impact of
urticaria symptoms on patient quality of life.
Furthermore, both groups showed significant
improvement in itch VAS scores after treat-
ment, though the acupuncture and pricking
blood therapy group outperformed the lorata-
dine group. The trends in itch VAS scores also
differed between the two groups. After the first
week of treatment, both groups showed a sig-
nificant decrease in VAS scores. In the lorata-
dine group, the scores then stabilized and did
not change significantly through the end of
treatment; by contrast, the acupuncture and
pricking blood therapy group continued to show
decreasing scores over time and with the num-
ber of treatments, reaching the lowest point at
the end of the treatment. During the follow-up
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Table 4. Comparison of complications among patients in the loratadine versus acupuncture + prick-

ing blood therapy groups

Grouping Fatigue Edema Purpura All reactions
Loratadine (n=32) 4 (12.5%) 2 (6.25%) 0 (0.00%) 6 (18.75%)
Acupuncture + pricking blood therapy (n=33) 0 (3.03%) 0 (0.00%) 3 (9.09%) 3 (9.09%)
X2 value 4.395 2.128 3.050 1.271

P value 0.053 0.145 0.081 0.260

period, the loratadine group experienced a
quicker rebound in scores after stopping the
medication, whereas the acupuncture and
pricking blood therapy group saw a more grad-
ual rebound, with scores remaining lower than
those in the loratadine group. These findings
indicate that acupuncture combined with prick-
ing blood therapy significantly reduces itchi-
ness in CSU patients, with a quicker onset and
longer duration of effect. Thus, in terms of con-
trolling itching symptoms, we found this therapy
to be superior to oral loratadine. A comprehen-
sive analysis of UAS7 and itch VAS scores
showed that although acupuncture and prick-
ing blood therapy controlled CSU skin lesions
as effectively as oral loratadine, it had a dis-
tinct advantage in improving patients’ itchi-
ness. Clinical observations during the treat-
ment process further revealed that the occ-
urrence of itchiness does not always accompa-
ny the appearance of wheals, suggesting that
patients could experience rashes without sig-
nificant itching after the combined therapy.
This finding indicates that although the occur-
rence and transmission mechanism of itchi-
ness is closely related to the outbreak of urti-
caria lesions, it still has unique influencing
factors. Past research reveals that acupunc-
ture has a potential antipruritic (itch-relieving)
effect [35]. Some studies suggest that acu-
puncture can reduce itch-induced activation of
the insula and prefrontal cortex areas, thereby
inhibiting itch transmission [36]. Others pro-
pose that acupuncture may suppress itchiness
by promoting the selective release of opioid
substances in the spinal cord, which block
the itch-related impulses transmitted via slow-
conducting C fibers from the periphery [37].
Further research on acupuncture’s inhibition of
itchiness has focused on the gastrin-releasing
peptide receptor (GRPR), which is considered
a core mediator of itch transmission and an
effective target for antipruritic intervention
[38]. Specifically, acupuncture is thought to
suppress itch symptoms by inhibiting GRPR
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expression and intervening in itch transmission
at the spinal level-another possible mechanism
for its effectiveness [39, 40]. Given the results
of previous studies and the significant reduc-
tion of itch symptoms in CSU patients who
underwent acupuncture combined with prick-
ing blood therapy in this study, acupuncture
has a definitive antipruritic effect. Further in-
depth exploration and investigation into the
specific mechanisms should be conducted to
provide more evidence for acupuncture’s role in
intervening in itch transmission.

The HAMA, HAMD, and PSQI scores were used
as secondary efficacy indicators to assess
the emotional and sleep-related disturbances
that accompany skin lesion symptoms in CSU
patients. These metrics provided supplemental
data for evaluating the clinical efficacy of two
distinct therapies, primarily focusing on pre-
treatment versus post-treatment conditions.
Initially, the analysis of the HAMA scores, indic-
ative of patient anxiety levels, and HAMD
scores, which reflected their depression levels,
revealed varying extents of anxiety and depres-
sion across the patient cohorts prior to treat-
ment. Nonetheless, the post-treatment obser-
vations demonstrated notable enhancements
in both anxiety and depression in both groups.
Remarkably, the group that received acupunc-
ture combined with pricking blood therapy
exhibited more pronounced improvements
compared with the group treated with lorata-
dine. This observation, together with our
detailed evaluation of the patients’ UAS7
scores, suggests that though emotional issues
are intricately linked to the manifestation of
urticarial skin lesions, their onset is also influ-
enced by myriad other factors. When it comes
to mitigating emotional disturbances, acupunc-
ture and pricking blood therapy present superi-
or benefits over oral loratadine, markedly
reducing the emotional stress experienced by
patients. Prior research has highlighted nota-
ble progress in understanding the suppressive
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impact of acupuncture on anxiety and depres-
sion symptoms. Clinical investigations have
documented significant benefits of acupunc-
ture in ameliorating anxiety symptoms related
to anxiety disorders and headaches [41, 42].
Furthermore, existing evidence indicates that
acupuncture can diminish anxiety and depres-
sion like behaviors in mice with atopic dermati-
tis by counteracting the upsurge in pCREB,
AFosB, BDNF, and pDARPP-32 levels within the
reward regions of the mouse brain while
decreasing the expression of TH and D1R pro-
teins [43]. Though the underlying mechanisms
warrant further investigation, our study offers
robust clinical proof supporting the efficacy of
acupuncture paired with pricking blood therapy
in improving symptoms of anxiety and depres-
sion among CSU patients. Similarly, the pa-
tients’ PSQI scores revealed different extents
of sleep disturbances in both groups before
treatment. With the mitigation of skin lesions
and itching symptoms, significant enhance-
ments in sleep quality were observed post-
treatment, with no discernible statistical differ-
ence in the effectiveness of the two therapeutic
approaches. This finding suggests that acu-
puncture combined with pricking blood therapy
not only offers sedative and anti-itch benefits
but also rivals the sedative effects commonly
associated with antihistamine use. Thus, acu-
puncture and pricking blood therapy emerge as
a credible alternative to antihistamines for the
amelioration of sleep disturbances. The litera-
ture notes that the co-occurrence of insomnia
with depression and anxiety ranges from 80%
to 90% [44]. Insomnia both exacerbates the
symptoms of these comorbid mental health
issues and poses challenges to their treatment
[45]. Acupuncture is known to regulate the
levels of central neurotransmitters, including
amines, amino acids, and peptides, affecting
the sleep architecture [46, 47]. It enhances
sleep quality through the upregulation of serum
y-aminobutyric acid (GABA) and serotonin
(5-HT) levels [48]. Additionally, research has
found that acupuncture can promote the syn-
thesis of TNF-a and IL-1f3 in the hypothalamus,
reducing the inhibition of 5-HT and its metabo-
lites caused by p-chlorophenylalanine, and
thus alleviates the symptoms of insomnia in
rats [49, 50]. Overall, this study substantiates
the potential of acupuncture and pricking blood
therapy to improve sleep disturbances, and
prior research findings shed light on the poten-
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tial mechanisms through which acupuncture
helps rectify sleep-related disorders.

In conclusion, our results confirm the efficacy
of acupuncture combined with pricking blood
therapy for treating CSU. However, this study
has some limitations. First, as this was only a
single-center randomized controlled trial, more
clinical data are needed to verify our results.
Second, the sample size was small, and the
treatment time was relatively short, which
might also lead to a discrepancy between the
final study results and our initial expectations.
Finally, at the second follow-up, the overall
response rate of the acupuncture and pricking
blood group was significantly higher than that
of the loratadine group; however, the overall
response rate of the acupuncture and pricking
blood group itself was still decreased com-
pared to the end of treatment. Therefore, we
hope to carry out a follow-up multicenter ran-
domized controlled study and appropriately
extend the treatment time of the included
cases to obtain further improvements in long-
term clinical efficacy and refine our conclu-
sions.

Conclusions

Acupuncture combined with pricking blood
therapy significantly improved CSU symptoms,
on par with oral loratadine’s short-term effec-
tiveness and exceeding its long-term efficacy.
This combined therapy significantly alleviated
itching symptoms, anxiety, and depression in
CSU patients, with superior efficacy compared
with oral loratadine. Further exploration and
research are needed to elucidate its mecha-
nisms of action and provide insights and guid-
ance for the treatment of other pruritic skin
conditions. Acupuncture combined with prick-
ing blood therapy also significantly enhanced
patient sleep quality, demonstrating efficacy
equivalent to oral loratadine.
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